PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

DAVID J. OLDENKAMP 

SHAPIRO & DUPONT LLP 

233 WILSHIRE BOULEVARD, SUITE 700 

SANTA MONIA, CA 90401 



INTERNATP 




; SEARCHING AUTHORITY 
(PCT Rule 43to.l) 



Applicant's or agenf s file reference 
0 1 80.0076 



Date of mailing 
(day/month/year) 



2 0 JUN ZUUb" 



FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 
PCT/US04/42221 



International filing date (day/month/year) 
16 December 2004 (16.12.2004) 



Priority date (day/month/year) 
19 December 2003 (19.12.2003) 



International Patent Classification (IPC) or both national classification and IPC 
EPCTO: C12Q 1/68: A01N 43/04: A61K 31/70 an dUS CI.: 435/6; 514/1, 44 



Applicant 

THE REGENTS OF THE UNVERSITY OF CALIFORNIA 



1. This opinion contains indications relating to the following items: 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43to.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 

J,2S£SioS offtis laemUta- S««ohin B Antalty rfll no. bo so oons.dorrf. 
For further options, see Form PCT/IS A/220. 
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Box No. I 


□ 


Box No. II 


□ 


Box No. Ill 


□ 


Box No. IV 




Box No. V 


□ 


Box No. VI 




Box No. VII 


IEI 


Box No. VIII 



3. For further details, see notes to Form PCT/ISA/220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. j 
PCT/US04/42221 


Box No. I Basis of this opinion 


1. With regard to the language, this opinion has been established on the basis of the international application in the language in which it 
was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following language , j 

which is the language of a translation furnished for the purposes of international search (under Rules 12.3 and 23.1(b)). 


2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: j 


a. type of material 




| | a sequence listing 




| | table(s) related to the sequence listing 




b. format of material 




| | in written format 




| | in computer readable form 




c. time of filing/furnishing 




| | contained in international application as filed. 




| | filed together with the international application in computer readable form. 


□ furnished subsequently to this Authority for the purposes of search. 


3 □ m addition, in the ^ 

^ or furnished, the required statements that the information in the subsequent or additional copies is identical to that m the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


4. Additional comments: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US04/42221 



Box No. V Reasoned statement under Rule 43 6/s.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such stat ement 

1. Statement 



Novelty (N) Claims 1-9, 12-15. 17-19 YES 

Claims 10, 11 NO 

Inventive step (IS) Claims 1-9, 12-15, 17-19 YES 

Claims 10, 11 NO 

Industrial applicability (IA) Claims 1-15, 17-19 YES 

Claims NONE NO 



2. Citations and explanations: 

Claims 10 and 1 1 lack novelty under PCT Article 33(2) as being anticipated by Roy et al. (US Patent 6,489,163). Roy et al. disclose a 
method of inhibiting the growth of prostate cancer cells comprising decreasing the biological function of androgen receptors, by 
affecting the androgen mRNA levels (see abstract, claims, columns 1-2). 

Claims 1-9, 12-15 and 17-19 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly suggest a 
method of determining the physiological effect of a compound on prostate cancer cell, comprising determining whether a level of 
mRNA encoding the androgen receptor in a prostate cancer cell is at least two fold higher than the level of mRNA in a normal prostate 
cell, contacting a compound to be tested with said prostate cancer cell having at least two fold higher androgen receptor mRNA than 
normal prostate cell, and examining the effect of the compound; a method of inhibiting the growth of hormone refractory prostate 
cancer cells wherein the androgen receptor protein level is decreased through modulation of signal transduction pathways such as 
targeting EGF receptors that crosstalk to the androgen receptor, or by induction of cellulardegradation pathways; or by dissociating the 
androgen receptor from heat shock proteins; or by using androgen receptor antisense or inRNA.knockdown technology; or by modifying 
the androgen receptor sequence or by posttranslational modifications; or a method ^f deterrmmngif a selected prostate cancer cell is 
hormone sensitive or refractory, comprising determining the level of mRNA in the cell that encodes^androgen receptor polypeptide, and 
comparing it to said mRNA level in a hormone sensitive prostate cancer cell, and determining whether the selected prostate cancer cell 
has at least two fold higher level of androgen receptor mRNA than the hormone sensitive cell. 

Claims 1-15 and 17-19 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter 
claimed can be made or used in industry. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

Box No. VII Certain defects in the international application 



International application No. 
PCT/US04/42221 



The following defects in the form or contents of the international application have been noted: 
There is no claim 16. . . . . 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US04/42221 



Box No. VIII Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims are fully 
supported by the description, are made: 

Claims 5-9, 12-15 and 17 are objected to as lacking clarity under PCT Rule 66.2(a)(v) because of the claims not fully supported by the 
description. The description does not disclose the claimed invention in a manner sufficiently clear and complete for the claimed 
invention to be carried out by a person skilled in the art because: the specification does not provide adequate guidance in order to 
enable one to practice the claimed invention, since one would not know which mRNA level to measure in any particular mammalian 
cancer cell, other than prostate cancer cell, in order to carry out the method of claims 5-9; the disclosure does not provide guidance for 
how to affect androgen receptor protein level through modulation of signal transduction pathways , or by induction of cellular 
degradation pathways, or dissociation of the androgen receptor from heat shock proteins, or by antisense of knockdown technology, or 
by modification of the polynucleotide or polypeptide sequence of the androgen receptor, or by posttranslational modifications thereof. 
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